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1 37. A method according lo any one of claims 133- 1 36 wherein the nucleotide sequence i.s 
seleaed from the group consisting of 

(a) a nucleolide sequence encoding the Hu-Aspl amino acid sequence set fortii in SEQ 
ID NO: 1; 

(b) a nuclcoiidii sequence encoding a fragment of Hu-Aspl (SEQ ID N0:1), wherein 
said fragment exhibits aspartyl protease activity characLcrisiic of Hu-Aspl 

(c) a nucleotide sequence of a polynucleotide that hybridizes under stringent 
hybridization conditions to a Hu-Aspl -encoding polynucleotide having the sequence 
set forth in SEQ ID NO: 1. 

138. A mctliod according to any cue of claims 134-137, wherein the ceil con^rises a 
vector thatx^niprises the polynucleotide, 

139. A method according lo any one of claims 131-138. wherein the APT comprises the 
Swedish mutaiion (K-> N, M-^ L) adjacent to the fUsecretase processing site. 

140. A method according to any one of clainis 131-139. whcrciii the APP further 
. comprises a carboxy-terminal di-lysine. 

141 . A method according to any one of claims 131-140, wherein the test agent is an inhibitor 

142. A method according to any one of claims 131-140, whcixan the test agent is an agonist 

143. A method according to any one of claims 131-142. further comprising a step of 
treating Alzheimer's Disea.se with an agent identified as an modulator of Hu-Aspl according to steps 
(oHc). 



144. The use of an agent identified as an inhibitor of Hu-Aspl according to any one of 
claims 131-142 in the manufacture of a medicament for the tiealnvint of Alzhein>er's Disease. 

145. A method of reducing cellular production of amyloid beta (Ap ) from amyloid precursor 
protein (APP). comprising step of transforming or transfecting cells with an anti-sense reagent 
capable of reducing A.spl polypeptide production by rcducbg Aspl transcription or ti^slation in the 
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cells, wherein reduced Aspl polypeptide production in ibc cells correlates with reduced cellular 
processing of APP into Ap . 

146. A method of reducing cellular production of amyloid beta (Ap ) from amyloid 
precursor protein (APP), comprisinR steps of: 

(a) identifying maramalian cells tliat produce Ap ; and 

(b) transfomiing or transfecLing the cells with an ai!ri-scni>e reagent capable of reducing 
Aspl polypeptide production by reducing Aspl transcription or trajislatioti in the 
cells, wherein reduced Aspl polypeptide production in the cells correlates with 
reduced cellular processing of APP into AP . 

147. A iiKthod according lo claim 146. wherein the identifying step comprises diagnosing 
Alzheimer's disease, whcni Al/iwiiDcr's disease correlate..; with the exjstence of cells that produce 
Ap that forms amyloid plaques in the brain. 

148. A method according to any one of claiius HS-U?, wherein the cell is a neural cell. 

149. A method according to any one of claim.s 145-148, wherein the anli-sense reagent 
con^rises an oligonucleotide comprising a single stranded nucleic acid sequence capable of binding 
to a Hu-Aspl mRNA. 

150. A method for tlie idcntincaiion of an agent that decreases the activity of a Hu-Asp 
polypeptide selected from the group consisting of Hu-A^pl , Hu-Asp2(a), and Hu-A.<;p2{b), the msthod 
comprising 

<fl) detennimng the activity of said Hu-Asp polypeptide in the presence of a test 
agent and in the absence of a lest agent; and 

(b) comparing tlie activity of said Hu-Asp polypeptide deicrrained in the 

prcsence of said test agent to die activity of said Hu-Asp polypeptide 

determined in the absence of said test agent; 
whereby a lower level of acuvity in the presence of said test agent than in the absence of said test agent 
indicate,-; thai said test agent has decreased the activity of said Hu-Asp polypeptide.. 
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riGXJKEi (I) 

ATGGQCGCACTGGCCCGGGCGCTCXrKCTGCCTrKJCTSGCCCACKKCTC 

CCCCIXlV3?TGGCCCCC!K-GC;CTrCACSCT0CCCCrCCS<SGTaSCCSCGSCCACaRAC 
APELAPX PFTLPLEV^. AATH 

CGCGl:iG-:^roCGCCCACCCCGGGACCCa3<»XCCCTOCCGat5CGCCACCCCCfiCGCCTTC 
FVVAPTP3PGTPAEHHADGL 

GCSCTCGCCCrrcGAGCCTGCCrrGSCGTCCCCKCGGGCGCCGCCAACTTCriSGCCATC 
JL1-ALEPAL»SPAR»AKFLA« 

GTAGAC?iACCTGCAGGGG<a:CTC5GGCCecSi3CTACTACCTSK3ASATSeTSATCGaeACC 
VDNLOGDSGKUYYLEKIIGT 

CCCCCGCAGAftGCT&CAGAlTCTCGTTGACACIGGAAGCAaTAACTTTOCCGTGGCAGGA 
??3KLPILVDTGSSNFAVAG 

ACCCC6nSn>:CTfeCiTXGACACGTACTITGACACAGAGAGGTCTAGCACATACCGCTCC 
T>H£TflIsTYFDTERS£TyRS 

AAOGGCTTTGACSTCACAGTSAAGTACACACAAGGAAGCTiKACSGGCrTCSTTGGSGAA 
E&FDVTVKYTQGSHTGFVGE 

aarc?^3Tt>.rcftTctt;cAMGscTrcAATXCTTr^T-rTcrr^ 

r L vt; p rcFifi sflvniat: 

Tn-GAA-rCAUAGAAmcmTTUUClWjGACTAAAIGCajirGGAATACTrGGCCT^ 
FISEKFFLPGIKWKGILGLA 

TATGCCACACrrGCCAAGCCATCAAGTTCTCTCGAGACCITCTTCGACTCCCTGGTGACA 
YATLAKPSSSLETFFDSLVT 

CAA'KTAAACATCCCCAArSTTTTCTGCATGCAGATGTOTGGAGCCGGCTTCGCCGTOSCT 
CANIPrVFSKQMCGACLPVA 

GGATCTGGGACCAACGGAGGTAGTCrrGTCriG33TGGAATT3A.WCAAGTTrGTATAAJ.. 
GSGTHGGSLVLGeiEPSLYK 

OGA^SAOVTCTOSTATACC^CTATTAAiaaASAOTWACrrACCAGiTAGAAATTCTGAA^ 
GDIWVTPIKE-WYYCIEILK 

tTGGAAATTGGAGGCCSAAGCCTAATCTGGACTGCAGAGAGTAZ'lACGCASACAAOGtC 
LEI.C^osi, KLDCREVHADKA 

ATCGtXKSACAGTGGCACCACGCTGCTGCGCCTOCCCCAGAAGGTGTTTaATGCGGTGGTG 
IVDSGTTLLRLPQKVFDAVV 

GAA3CTGTGGCCCGCG C A TVTCT^ATTCCRGAATTCTCTnATGnTTTCTCG ACTG3GTCC 
EAVARASLIPEFEDGFWTGS 

CAGCTGGCGTGCTGGACGAATtX:GGAAACAC:TTGGTCTTACTTCCCTAAAATCTCCATC 
5LACVITKSETPWSiPPKIS3 

TAKTKSSAG^TGftSAACKCASCACKrrCATTCCGTXTCACAATCCTGCCTCAacra 
5Ci.SCEKr£RErRITlLPQL-y 

ATOCAC-C?CATGArr«GeSGCC5GrrTGAAT7ATGW':rrTArCGAT7CGGCATTTC 
ICrMHGAGLNYEC-SEFGISP 

TCaC^JATGCGCTCGTGaTTrGSrSCCACGGTGATCGASGGCaTtrWCGTtATCITCC^ 
ST.VALVIGATVMEGFYVIFD 

AGAGCCCAGAAGAGGGTGGSCTTCGCAGCOAGCCCCTGTOCAGAAATTGCAGGTGCTGCA 



